C OBALTOUS CHLORIDE (CoCl2) is known to stimulate erythropoiesis and produce polycythemia in both man and animals. '-7 This effect was first shown to be related to an increase in the production of erythropoietin (Ep) by Goidwasser and his associates.8'9 Several mechanisms of action have been proposed to explain this effect of cobalt on erythropoiesis, the most generally accepted of which has been that cobalt affects Ep production by producing renal "histotoxic hypoxia."#{176} Recent observations of man during exposure to low ambient P02 have related the erythropoietin response seen under these conditions to an increase in the affinity of hemoglobin for oxygen secondary to the respiratory alkalosis which develops during the initial 6 hr of exposure to low ambient P02." Rather than evoking a separate mechanism for the Ep response seen after the administration of CoC12, it seemed appropriate to investigate the effect of CoCl2 on the affinity of hemoglobin for oxygen and to relate the production of Ep to this more general mechanism.
For this reason both normal and nephrectomized rats were treated with CoCl2 and its effect on pH, Pco2 Po2, and in vivo P were related to the production of Ep. Fig. 3 and Table 1 ).
The production of erythropoietin was estimated from serum concentrations, and these data are shown in Fig. 4 For 
.!.. Fig. 7 . Erythropoietin production could not be demonstrated in the nephrectomized animal but was strikingly elevated in the control animals (Fig. 7) .
DISCUSSION
It is well established that acute administration of high doses of CoCl2 will result in an increase in the serum concentrations of erythropoietin.8'9 It has been generally accepted that the increased production of erythropoietin under these circumstances is due to histotoxic hypoxia. 
